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IN THE UNI TED STATES DI STRI CT COURT
FOR THE EASTERN DI STRI CT OF PENNSYLVAN A

TEVA PHARMACEUTI CALS : ClVviL ACTI ON
USA, | NC :
V.
AMCEN, | NC. ; NO. 09-5675
MEMORANDUM
Dal zel |, J. Sept enber 10, 2010

Pl ai ntiffs/Counter-defendants Teva Pharmaceutical s USA,
Inc., and Teva Pharmaceuticals Ltd. (“Teva”) seek a declaratory
j udgnment agai nst Angen, Inc. that two of Angen’s patents are
invalid. Defendants/counter-claimnts Angen Inc. and Angen
Manuf acturing, Limted (“Angen”) have countersued Teva seeking a
declaratory judgnent to the effect that, once Teva starts to sel
its product in the United States, it will infringe on Angen’s two

patents-in-suit.

The Pat ents-1n-Suit

The patents at issue in this case are United States
Pat ent No. 5,580, 755, entitled "Human Pl uri potent G anul ocyte
Col ony-Stinmulating Factor” (“the ‘755 patent”), and United States
Patent No. 5,582,823, entitled "Methods of Treating Bacterial
| nfl ammati on and G anul ocyt opoi esis By Adm ni stering Human
Pl uri potent G anul ocyte Col ony-Stimulating Factor" (“the ‘823
patent”)(coll ectively, the “Angen patents” or the “patents-in-

suit”). Angen owns these patents and used themto devel op
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Filgrastim Angen asserts that Filgrastimfalls within the scope
of claim1l1l of the ‘755 patent. Angen markets its Filgrastim
product in America as a parenteral solution under the trademark
Neupogen®. Neupogen® is adnministered to patients to treat
neutropenia (an abnormal or dramatic decrease in the nunber of a
kind of white blood cells, neutrophils, which help the body fight
infection) by stimulating white blood cell production, thereby
reducing the risk of infection to patients undergoing treatnents
such as chenot herapy. Angen has al so devel oped a product called
Neul ast a® whi ch is based upon Filgrastim The active ingredi ent
in Neulasta® is Pegfilgrastim a coval ent conjugate of Filgrastim
and nononet hoxypol yet hyl ene glycol. Angen clains that
Pegfilgrastimand its use fall within the scope of one or nore
claims of the ‘755 and ‘823 patents. The ‘755 Patent will expire
on Decenber 3, 2013. The *823 Patent will expire on Decenber 10,
2013.

Teva has devel oped a Fil grasti mcontaining product
cal l ed Neutroval, which has already been approved for sale in
Europe. Teva began selling the product in Europe (where Angen’s
patents expired in 2006) in Novenber of 2008. Teva believes that
it will receive FDA approval for Neutroval before Angen’s patents
expire. Teva intends to sell it in the United States in advance

of the expiration of Anrgen’s patents and without a |icense from
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Angen.

Teva seeks a declaratory judgnent that the ‘755 and
‘823 patents are invalid. Angen seeks a declaratory judgnent
that Teva is infringing on its patent, and seeks to enjoin Teva
fromselling Neutroval in the United States. Angen al so requests
an accounting of all products Teva has made that contain
Filgrastimthat Teva has inported, sold, used or offered to sel
inthe United States. To the extent that Teva inported, sold,
used or offered to sell the products in this country, Angen seeks

damages for |lost profits.

1. Background

Dr. Lawrence M Souza invented the patents-in-suit that
Amgen owns. Before Dr. Souza' s inventions, no one had
successfully obtained or nade an isol ated human pl uri potent
granul ocyte col ony-stimulating factor pol ypeptide (“hpG CSF")
product that could effectively treat neutropenia. |In 1985, Dr.
Souza succeeded in isolating and sequenci ng DNA that encodes a
species of human G CSF. Using Dr. Souza’'s inventions, Angen
devel oped Neupogen®.

Teva has devel oped a product to conpete with Neupogen®
and filed a Biologics License Application (“BLA") with the U S.
Food & Drug Adm nistration on Novenber 30, 2009. |If the FDA

approves Teva's BLA, Teva's product will be the first conpeting

3
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filgrastimdrug product in this country. Teva' s Qpening Brief on
Cl aim Construction (“Teva Br.”) at 7.
Now before us are the parties’ requests for claim

construction pursuant to Markman v. Westview Instrunent, Inc., 52

F.3d 967 (Fed. Gir. 1995)(en banc), aff’d, 517 U S. 370 (1996).

On August 13, 2010, we heard protracted oral argunent on cl aim
construction. The follow ng discussion explains our reasoning as

to each contested clai mconstruction.

[1l. Standards for C aim Construction

Courts give claimterns their ordinary and accust oned
meani ng as understood by one of ordinary skill in the pertinent

art at the time of filing. Phillips v. AWH Corp., 415 F.3d 1303,

1312-13 (Fed. Cir. 2005)(en banc). “It is a bedrock principle of
patent |aw that the clains of a patent define the invention to
which the patentee is entitled the right to exclude.” 1d. at 1312
(itnternal quotation marks omtted). Construing the clains of a

patent presents a question of |law. See Markman, 52 F.3d at

977-78. “[T]here is no magic formula or catechismfor conducting

claimconstruction.” Phillips, 415 F.3d at 1324. Instead, the
court is free to attach the appropriate weight to rel evant
sources “in light of the statutes and policies that inform patent
law. ” |d.

The words of a claimare generally given their ordinary

4
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and customary neaning, which is “the nmeaning that the term woul d

have to a person of ordinary skill in the art in question at the
time of the invention, i.e., as of the effective filing date of
the patent application.” 1d. at 1313 (internal citations and

guotation marks omtted). “[T]he ordinary nmeaning of a claimterm
is its neaning to the ordinary artisan after reading the entire
patent.” 1d. at 1321 (internal quotation marks omtted). The
patent specification “is always highly relevant to the claim
construction analysis. Usually, it is dispositive; it is the
single best guide to the neaning of a disputed term” Vitronics

Corp. v. Conceptronic, Inc., 90 F.3d, 1576, 1582 (Fed. Cr

1996) .

Wiile “the clains thensel ves provi de substanti al
gui dance as to the neaning of particular claimterns,” a court
nmust al so consi der the context of the surrounding words of the
claim Phillips, 415 F.3d at 1314. And because claimterns are
normal Iy used consistently throughout the patent, “[o]ther clains
of the patent in question, both asserted and unasserted, can al so

be val uabl e sources of enlightenment.” 1d. (internal citation
omtted).
D fferences anong clains can al so be a useful guide.

For exanple, “the presence of a dependent claimthat adds a

particular limtation gives rise to a presunption that the
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l[imtation in question is not present in the independent claim?”
Id. at 1314-15 (internal citation omtted). This “presunption is
especially strong when the imtation in dispute is the only
meani ngful difference between an i ndependent and dependent claim
and one party is urging that the limtation in the dependent

claimshould be read into the i ndependent claim” SunRace Roots

Enter. Co., v. SRAM Corp., 336 F.3d 1298, 1303 (Fed. G r. 2003).

The | anguage in the specification “my reveal a speci al
definition given to a claimtermby the patentee that differs
fromthe neaning it would otherw se possess. In such cases, the
inventor's | exicography governs.” Phillips, 415 F.3d at 1316. And
“[e] ven when the specification describes only a single
enbodi ment, the clains of the patent will not be read
restrictively unless the patentee has denonstrated a cl ear

intention to limt the claimscope using words or expressions of

mani f est exclusion or restriction,” Liebel-Flarsheim Co. v.

Medrad, Inc., 358 F.3d 898, 906 (Fed. G r. 2004) (interna

guotation marks omtted), aff'd, 481 F.3d 1371 (Fed. G r. 2007)
(after earlier remand).

In addition to the specification, a court “should al so
consider the patent's prosecution history, if it is in evidence.”

Mar kman, 52 F.3d at 980. The prosecution history, which is

“intrinsic evidence, consists of the conplete record of the
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proceedi ngs before the [Patent and Trademark O fice (“PTO)] and
includes the prior art cited during the exam nation of the
patent.” Phillips, 415 F.3d at 1317 (internal quotation marks
omtted). “[T]he prosecution history can often informthe neaning
of the claimlanguage by denonstrating how the inventor
understood the invention and whether the inventor Iimted the
invention in the course of prosecution, naking the claimscope
narrower than it would otherwi se be.” Id.

A court may al so rely upon “extrinsic evidence,” which
“consists of all evidence external to the patent and prosecution
hi story, including expert and inventor testinony, dictionaries,
and | earned treatises.” Markman, 52 F.3d at 980. For instance,
technical dictionaries can assist the court in determning the
meaning of a termto those of skill in the relevant art because
such dictionaries “endeavor to collect the accepted neani ngs of
terms used in various fields of science and technol ogy.”
Phillips, 415 F.3d at 1318. In addition, expert testinony can be
useful “to ensure that the court's understanding of the technical
aspects of the patent is consistent with that of a person of
skill in the art, or to establish that a particular termin the
patent or the prior art has a particular nmeaning in the pertinent

field.”* 1d. Nonetheless, courts nust not |ose sight of the

The parties did not proffer any expert testinony.
7
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fact that “expert reports and testinony [are] generated at the
time of and for the purpose of litigation and thus can suffer
frombias that is not present in intrinsic evidence.” 1d.
Overall, while extrinsic evidence “may be useful” to the court,
it is “less reliable” than intrinsic evidence, and its
consideration “is unlikely to result in areliable interpretation
of patent claimscope unless considered in the context of the
intrinsic evidence.” 1d. at 1319.

Finally, “[t]he construction that stays true to the
cl ai m |l anguage and nost naturally aligns with the patent's
description of the invention will be, in the end, the correct

construction.” Renishaw PLC v. Marposs Societa' per Azioni, 158

F.3d 1243, 1250 (Fed. Cir. 1998). It follows that “a claim
interpretation that woul d exclude the inventor's device is rarely

the correct interpretation.” Mdine Mg. Co. v. United States

Int’| Trade Commin, 75 F.3d 1545, 1550 (Fed. G r. 1996),

abrogat ed on other grounds by Festo Corp. V. Shoketsu Ki nzoku

Kogyo Kabushi ki Co., 234 F.3d 558 (Fed. G r. 2000), quoted in

Gsram GrbH v. Int'l Trade Commin, 505 F.3d 1351, 1358 (Fed. Cr

2007). Thus, if possible, clainms should be construed to uphold

validity. See In re Yamanoto, 740 F.2d 1569, 1571 (Fed. G r

1984) .

V. Construction of the D sputed Terns
8
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The parties present five disputed claimterns or
phrases fromthe two patents-in-suit. The first claimof the
‘755 patent has disputed terns as does the second cl aimof the
‘823 patent. Caim1 of the 755 patent states, “[a]n isol ated
human pl uri potent granul ocyte colony stinulating factor (hpG CSF)
pol ypepti de having an am no acid sequence selected fromthe group
consisting of: [+1 Thr to +174 Pro]; and [-1 Met to +174 Pro];
and anal ogs thereof wherein one or nore of the cysteines residues
| ocated at positions 17, 36, 42, 64, and 74 are replaced by
serine.” Caim2 of the 823 patent states, “[a] nethod for
provi di ng granul ocytopoi etic therapy to a mammal conpri sing
adm nistering an effective amunt of a hpG CSF pol ypepti de havi ng
an am no acid sequence selected fromthe group consisting of: [+1
Thr to +174 Pro]; and [-1 Met to +174 Pro]; and anal ogs t hereof
wherein one or nore cysteines residues |ocated at positions 17,
36, 42, 64, and 74 are replaced by serine.”

A “Pluripotent” and “p” (signifying

“pluripotent”) (Claim1 of the *755
patent and Claim?2 of the ‘823 patent)

ClaimTerm Angen’s Construction |Teva s Construction
“Human A speci es of human “pluripotent”, which
Pl uri pot ent pol ypepti de, shoul d be pul |l ed out
G anul ocyte designated “hpG CSF” |[fromthe term and has
Col ony its own neaning --
Stinmulating capabl e of generating
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Factor” or “hpG numer ous cell types -
CSF” - is ignored by
Angen’ s construction

Anmgen argues that the term “human pl uri pot ent
granul ocyte colony stinmulating factor” or “hpGCSF” is a termthe
inventor, Dr. Souza, coined, which nmeant to refer to the new y-
identified pol ypepti des encoded by DNA sequences that he first
cl oned and characterized fromhuman cells and whi ch was never
meant to be parsed into its individual conmponent words. Angen
asserts that the specification confirms that “an hpG CSF” is
nmerely a name for a sequence-defined pol ypeptide, and that the
name sinply refers to the encoded human pol ypepti de that has the
defining 1-174 sequence of amno acids. Angen’s Corrected Caim
Construction Brief (“Angen Br.”) at 23; Angen Resp. at 5.

Angen contends that Teva inproperly uses a dictionary
and not the specification to inpart |imtations not required by
the cl ai mlanguage or supported in the specification or
prosecution history. Angen argues that the termis used in the
specification nerely to designate the clainmed pol ypeptide as
hpG CSF. Anmgen Resp. at b. Dr. Souza, in order to
differentiate his pol ypeptides from others' previous

preparations,? "coined a hybrid ternf as a nam ng conventi on,

The others are Karl Welte and Nicos N cola, who each contributed
to the prior art.

10
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drawi ng a conceptual connection between the prior preparations
and his clained species of polypeptide. 1d. at 6. Anmgen clains
that hpG CSF is just the polypeptide s nane, and does not
actually indicate that the polypeptide is pluripotent. Angen
points out that hpGCSF is used in the specification to refer to
pol ypepti des that are variations of the common 174-am no acid
core sequence, and, thus, could have one or nore of the

bi ol ogi cal properties of naturally occurring hpG CSF. Angen Br
at 24.

Anmgen al so argues that pluripotent pol ypeptides can

“enhance” granul ocyte production but cannot “generate” cells in
the sense that pluripotent cells can. According to Angen,
pl uri potent pol ypeptides are a different animal and do not
“generate” cells. Angen Resp. at 10-11

Teva argues that “pluripotent” neans “capabl e of
generating nunerous cell types,” and that Angen has inproperly
removed “pluripotent” fromthe clains. Teva Br. at 17. Teva
al so contends that Angen's construction neans that the
pol ypepti de does not have to be actually pluripotent, but nust

only be designated pluripotent. Teva clainms this is inproper

because all of the words of a claimare presuned to limt the
claimand give it neaning. |1d. at 18. Teva argues that the

pl ain and ordi nary nmeaning of pluripotent is "having the ability

11
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to generate nunmerous cell types.” [1d. at 19. This neans that
hpG CSF causes human bone marrow cells to proliferate and
differentiate. Markman H’g Tr. at 77, Aug. 13, 2010.

We nust give neaning to all of the words in Angen’s

clainms. Exxon Chem cal Patents, Inc. v. Lubrizol Corp., 64 F.3d

1553, 1557 (Fed. G r. 1995). "Pluripotent” inplies biological
activity, of which Argen now di sputes the limting necessity.
But the specification suggests that the product is pluripotent in

fact -- not just designated pluripotent: “[t]he present

application pertains in particular to manmalian pl uri potent

colony stinulating factors....” 755 Patent at 1:18-20 (enphasis
added); “Novel DNA sequences of the invention include sequences
useful in securing expression in procaryotic or eucaryotic host
cells of polypeptide products having at | east a part of the
primary structural conformation and one or nore of the biological

properties of naturally occurring pluripotent granul ocyte col ony-

stinmulating factors.” |1d. at 3:38-43 (enphasis added).

The specification states that the cl ai ned pol ypepti de
has one or nore of the biological properties of naturally
exi sting hpG CSF, id. at 2:53-55; 2:59-65, and al so describes the
pl uri potent functionality of the product, id., at 20:12-50. The
specification explains that “[i]t is noteworthy that activity is

not necessary for any one or nore of the products of the

12



Case 2:09-cv-05675-SD Document 69 Filed 09/10/10 Page 13 of 33

invention to have therapeutic utility.” 1d., 24:66-25:3
(enphasi s added). Angen clainms that during prosecution Dr. Souza
“made clear” that his claimed hpG CSF pol ypepti de was
di stingui shed by its am no acid sequence (and not, presunably, by
its biological activity). Angen Br. at 24. This does not
i ndi cate, however, regardl ess of necessity, whether the
pol ypeptide will be pluripotent. The nane and the details of the
specification seemto suggest that it will be actually
pluripotent, or, at |east, that was the understanding at the tine
of the patent's filing.

Amgen cl ai med during oral argunent that the Federal
Circuit has held that although every termin a claimnust have
meani ng, this does not nean that every word nust have a neani ng.
Markman H’ g Tr. at 86, Aug. 13, 2010. This is not correct. The
Federal Circuit has held that “[w] e nust give neaning to all the

words in [the patent holder’s] clains.” Exxon Chem cal Patents,

64 F.3d at 1557 (enphasis added)(citing In re Sabatino, 480 F.2d

911, 913, 178 USPQ 357, 358 (CCPA 1973)). The specification
i ndi cates that the product in question will be pluripotent. All
of the terns of a claimare presuned to limt the claimand give

it meaning. Bicon, Inc. v. Straumann Co., 441 F.3d 945, 950

(Fed. Cir. 2006)(“Allowing a patentee to argue that physical

structures and characteristics specifically described in a claim

13
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are nmerely superfluous would render the scope of the patent
anbi guous, | eaving exam ners and the public to guess about which
cl ai m |l anguage the drafter deens necessary to his clained
i nvention and which | anguage is nerely superfluous, nonlimting
el aboration. For that reason, clains are interpreted with an eye
toward giving effect to all ternms in the claim”). Because Dr.
Souza understood the product to be “pluripotent” at the tine the
patent was filed, it is inproper for Angen to try to renove the
requi renent that the pol ypeptide be pluripotent. |In addition,
during prosecution, Angen included the follow ng anendnent:
“Please note that the title of the invention has been changed to
make it nore specific to the clainmed invention: “HUMAN
PLURI POTENT GRANULOCYTE CCOLONY- STI MULATI NG FACTOR, " suggesti ng
that the nane reflects the characteristics of the product. Angen
Claim Constr. Br., Ex. 18 at AMI 00002464 (' 755 Prosecution
Hi story, 12/4/95 Notice of Allowability, Paper No. 31).

Amgen included “pluripotent” as a limtation inits
claim and we cannot now read that limtation out of it. Exxon

Chem cal Patents, 64 F.3d at 1557. Thus, Angen “nust live with

the | anguage it chose.” Ethicon Endo-Surgery, Inc. v. U.S.

Surgical Corp., 93 F.3d 1572, 1583 (Fed. Gr. 1996). W wll

adopt Teva's construction of this term

14
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B. “Having An Ami no Acid Sequence Sel ected
Fromthe G oup Consisting O...” (Caim1l of
the ‘755 patent and Claim?2 of the ‘823 patent)

ClamTerm

Amgen’ s Construction

Teva’s Construction

“havi ng an am no
aci d sequence
selected fromthe
group consi sting
of ”

having an am no acid
sequence sel ected
fromthe follow ng
three am no acid
seqguences

havi ng one and only
one of the follow ng

three amno acid
sequences, i ncl uding
impurities

The | anguage in the clains --

sel ected fromthe group consisting of:

[-1 Met to +174 Pro];

[+1 Thr to +174 Pro];

and anal ogs thereof wherein one or

“an am no aci d sequence

and

nore

cysteines residues |located at positions 17, 36, 42, 64, and 74

are replaced by serine” -- is what is referred to as a Markush

group.® Teva Br. at 20. Teva argues that "an am no acid

sequence sel ected fromthe group consisting of" nmeans that the
product has one and only one of the three am no acid sequences in
t he Markush group. 1d.

Anmgen contends that Teva's use of “one and only one of

the three am no acid sequences” inperm ssibly adds anot her

A Markush group is a formof drafting a claimtermthat is
approved by the PTOto serve a particular purpose when used in a
claimto limt the claimto a list of specified alternatives.
Gllete Co. v. Energizer Holdings, Inc., 405 F. 3d 1367, 1372
(Fed. Gr. 2005). However, the term “Markush group” does not
have any neaning within the context of a witten description of a
pat ent and should not be relied upon to limt its construction to
t he Markush group nenbers listed in the witten description.
Abbott Labs. v. Andrx Pharm, Inc., 473 F.3d 1196, 1210 (Fed.

Cr. 2007).

15
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elenent to the claim-- an elenent Angen clains is not present in
the patent. Angen Resp. at 14. Angen argues that the term
“having” signals that the structure or attributes specified
thereafter are required to conme within the boundary of the claim
and | eaving open the possibility of additional structures or
attributes beyond those recited in the claim 1d. at 15. Angen
contends that this neans that the claimrequires that at |east
one of the specified am no acid sequences be present to fal
within the boundaries of the claim but this does not exclude the

presence of nore than one of the recited am no aci d sequences.

Id. at 17.

Angen continues that “selected fromthe group
consisting of” is a termof art that closes the set of
alternative sequences to those |listed as nenbers of the Markush
group, which neans that only sequences fromthat group can neet
the claimlimtation. Sequences that are not |isted would not
satisfy this limtation of the claim Angen clains that nothing
in the claimlanguage excludes the presence of two or nore of the
am no acid sequences recited in the claim 1d.

The presence of elenents in addition to those expressly
recited in a patent claimcannot preclude infringenment unless the
claim when properly construed, excludes the presence of such

added el enents. Northern Tel ecom Ltd. v. Sansung El ecs. Co., 215

16



Case 2:09-cv-05675-SD Document 69 Filed 09/10/10 Page 17 of 33

F.3d 1281, 1296-97 (Fed. GCir. 2000)(“if a patent requires A and
t he accused device or process uses A and B, infringenent will be
avoided only if the patent's definition of A excludes the
possibility of B”). Angen argues that nothing in the claim

| anguage excl udes the presence of two or nore of the am no acid
sequences recited in the claim and the only sequence it does
preclude is the 177-am no acid sequence of human G CSF. Angen
Resp. at 17.

In Abbott Labs. v. Baxter Pharnmaceutical Products,

Inc., 334 F.3d 1274, 1281 (Fed. Cr. 2003), the Federal G rcuit

found that “a” (or “an,” in this case) with “consisting of” neant
that the patent was limted to only one nenber of a Markush
group, i.e., the “effective anmount” clainmed in the patent had to
be achieved by a single nenber of the Markush group, not by a
conbi nati on of Markush group menbers. It did not nean that only
one nenber of the Markush group coul d be present, but neant that
two nenbers of the Markush group m xed together to create an
“effective anbunt” was not what the patentee had patented. In
Abbott, the patentee could not show i nfringenent because the

def endant had not created a product that had an “effective
anount” of any one nenber of the Markush group. Here, Teva is

trying to show the opposite. Teva argues that Angen’s patents

claimthat there can be only one nmenber of the Markush group

17
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present in the product, and, if there are nore, then the product
is outside the scope of the patent. This construction is
incorrect. Although Angen’s patents must have an effective
anmount of one of the versions of the patented pol ypeptide present
in the product, it does not nmean that only one of the patented
versions may be present.

Teva al so contends that although the “consisting of”
| anguage of the polypeptide |[imtation restricts the claimto one
and only one of the three anmino acid sequences listed in the
clainms, it does not exclude inpurities ordinarily associated with
t he hpG CSF pol ypeptide. Teva Br. at 21. Teva argues that al
of the claimlimtations should be construed to include
“inmpurities normally associated” with the subject matter of the
limtation. Teva proposes that its construction is supported by
the intrinsic record because the specification of the patents-in-
suit describes hpG CSF as enbracing inpurities in Exanple 7 of
the ' 755 patent (“[t]he final concentration of hpG CSF was 1.5
mg/ M [and] is greater than 95% pure as determ ned by analysis on
agel...”). '755 patent at 16:58-60. Teva asserts that because
the method of isolating the protein (hpGCSF) is not relevant to
the patent clainms, Angen's descriptions of Dr. Souza's work to
cl one the gene encoding the human G CSF pol ypepti de and determ ne

the am no acid sequence of that polypeptide is irrelevant to the

18
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construction of the clainms of the patents-in-suit. The clains do
not require that the human G CSF pol ypepti de be obtai ned or
expressed froma cl oned gene.

Teva argues that during prosecution, in order to
di stinguish the biochemcally purified hpG CSF in question, Anmgen
only needed to argue that its clained hpG CSF cont ai ned
substantially | ess than 20% hpG CSF- 177, not 1% hpG CSF. Teva
Resp. at 20. But because Angen did not do this, it failed to
di scl aim G CSF pol ypepti de preparations containing small anounts
of the 177-am no acid species. Thus, the clainms nust include
inmpurities and therefore the clains will be found invalid. Teva
stresses that the clains are invalid because the prior art
contains only a small anount (1%, if any, of the 177-am no acid
G CSF pol ypeptide species, a ratio that constitutes no nore than
an inmpurity and is only a tiny fraction of the 20% of the
bi ochem cally purified hpG CSF prior art “m xture” about which
Amgen told the PTO during prosecution. 1d. at 19-20.

Angen responds that it is irrelevant whether or not the
clainms include inpurities because the intrinsic record
denonstrates that the cl ai med species of human pol ypeptide is
separated fromthe 177-am no acid species of human G CSF. Angen

Resp. at 20. Angen asserts there is no doubt that the 177-am no

19
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aci d species was excluded fromthe clainms based on the intrinsic
record. 1d.

We agree. During the prosecution of both patents-in-
suit, Amgen argued that the clained hpG CSF was pat ent abl e over
the biochemcally purified hpG CSF prior art on the grounds that
the prior art consisted of a mxture of two types or “species” of
pol ypepti des -- an hpG CSF pol ypeptide consisting of a 174-am no
aci d sequence (“hpG CSF-174") and an hpG CSF pol ypepti de
consisting of a 177-am no acid sequence (“hpG CSF-177") --
wher eas Angen’s cl ai ned hpG CSF consi sted of only hpG CSF-174.
Amgen Claim Constr. Br., Ex. 18 at AMI 00002465 (‘' 755 Prosecution
Hi story, 12/4/95 Notice of Allowability, Paper No. 31).

Angen al so stated during prosecution that the clains
are directed to a 174-am no aci d speci es of human pol ypepti des,
and do not cover products that are not “entirely free” of the
177-am no acid species. The Exam ner made cl ear that allowance
(of the patent) was based on the fact that “the prior art always
di scl osed m xtures of two forns of hpG CSF (174 and 177 am no
acids in length, respectively), whereas [Angen] has acconpli shed
the separation of the two forns via reconbi nant expression, and
the clains are directed to such.” [1d. Angen also argues that
during the prosecution of the patents the “Applicants G CSF

pol ypeptide as disclosed in Figure 2 is a honbgenous conposition
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containing only 174 am no acid residues and is entirely free of
the less active GCSF 177 am no acid species.” Amgen C aim
Constr. Br., Ex. 17 at AMI 00002430 (‘755 Prosecution History,
12/ 4/ 95 Notice of Allowability, Paper No. 31).

Teva argues that under Conoco Inc. v. Energy & Envl.

Int’I, L.C., 460 F.3d 1349, 1360 (Fed. G r. 2006), all claim

limtations are construed to include “inmpurities normally
associated” with the subject matter of the [imtations. Teva Br.
at 21; Teva Resp. at 14. Conoco is distinguishable because,

unli ke that case -- where the Federal Circuit held that
impurities commonly associated with the clained invention are not
excluded fromthe scope of the claimeven if the claimincludes

| anguage that would normally close a claimelenment to unrecited
el ements -- here there is no doubt that the 177-am no acid
speci es was excluded fromthe clains based on the intrinsic
record. Based on the prosecution history, Angen’s construction
is correct. The entire basis of the patent is Dr. Souza's

invention of a 174-amno acid species that is "entirely free" of

the 177-amno acid species. W will adopt Angen’s construction.
C “Isolated” (Cdaiml of the ‘755 patent)
Claim Term Amgen’ s Construction |Teva s Construction
“i sol at ed” separate fromforns separated from ot her
of human G CSF not subst ances
havi ng t he am no
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aci d sequences
recited in the claim

Teva argues that “isolated” neans “separated from ot her
substances.” Teva Br. at 23. The specification acknow edges
that “isolated” hpG CSF was known: “[a]nother factor, designated
human CSF- (3, has al so been isolated from human bl adder carci nona
cell line 5637.” 1d. at 23;'755 patent, 6:5-9. Teva asserts
t hat al though “isol ated” nmeans “separated from ot her substances,”
this does not nmean “free of inpurities.” Teva Br. at 24. Teva
al so argues that Angen could have defined "isol ated" however it
wanted to but declined, and that when it filed new clains with
the term"isolated" and renoved "non-naturally occurring,” Anrgen
made clear that the two phrases have different nmeanings. [d. at
25- 26.

Angen submits that the term"isol ated" neans "set
apart" or "standing alone.” Angen clainms that in the context of
claiml1 of the '755 patent "isolated" nodifies "hpG CSF
pol ypeptide,"” and therefore it reinforces that the clained
pol ypepti des are separated from hpG CSF pol ypepti des not havi ng
the am no acid sequences recited inthe claim i.e., the clains
do not enconpass the 177 form Angen Br. at 30. Angen points
out that both parties agree that the plain neaning of the term

"isolated" is "separated" or "set apart." The parties agree that
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"isolated" and "pure" are different concepts, and that "isol ated"
does not preclude the presence of at | east sone ot her substances
in addition to the cl ai med pol ypepti des.

The parties disagree, however, on whether "isolated" is
properly construed apart fromthe claimphrase it nodifies.
Angen clainms that Teva fails to specify exactly what it is that
is separated and ignores a defining characteristic of Dr. Souza's
clainmed invention, nanely, the isolation of a particular species
of hpG CSF pol ypeptide. Angen Resp. at 11. Angen proposes that
"an isol ated human pluripotent granul ocyte colony stinulating
factor (hpG CSF) pol ypepti de" neans a separated species of human
pol ypepti de, designated hpG CSF. That separate species is
necessarily separate from hpG CSF pol ypepti des not having one of
the specified am no acid sequences, and therefore excludes the
177-am no acid species of hpGCSF. 1d.

Angen clainms that the intrinsic record supports its
vi ew because, before Dr. Souza's invention, the art |acked an
ability to produce or obtain the clainmed species of hpG CSF
pol ypeptides in isolation. Dr. Souza provided a neans to produce
and obtain that species of hpG CSF pol ypepti des separate and
apart (i.e., isolated) fromall of the other pol ypeptides and
subst ances produced in the human cancer cells that had thwarted

prior attenpts to achieve that result. Id. at 12. Angen asserts
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that, properly construed, the term"isol ated" serves to reinforce
the fact that the species of hpG CSF pol ypeptide clai ned by Dr.
Souza is separate from other species of hpG CSF pol ypepti des
whose am no acid sequences differ fromthose recited in Dr.
Souza's clains. 1d. at 13.

Angen argues that Teva's construction would render the
second claimin the '755 patent® -- which is dependent upon the
first claim-- neaningless because it is a conposition claimthat
nmust contain the isolated polypeptide of claiml and a carrier,
and expressly allows for the presence of additional substances.

Teva's construction, "separated from ot her substances,” would
render claim 2 nmeaningl ess because it would require the
pol ypeptide to be both separated from ot her substances and

conbi ned with other substances. The Federal Circuit has deened

this sort of construction inpermssible. Otho-MNeil Pharm,

Inc. v. Mylan Labs., Inc., 520 F.3d 1358, 1362 (Fed. G

2008) (“this court strives to reach a claimconstruction that does
not render claimlanguage in dependent clains neani ngl ess”).
Thus, we agree with Angen and will adopt its construction.

D. “A Method for Providing Ganul ocytopoietic Therapy

to a Mammal ” (“ G anul ocytopoi etic Therapy”) (Cdaim
2 of the ‘823 patent)

“The second claimof the ‘755 patent is “[a] conposition
conprising the hpG CSF pol ypeptide of claim1l and a carrier.”
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Claim Term Angen’ s Teva' s Construction
Construction
“granul ocytopoietic |therapeutically treatment that causes
t her apy” treating a mamal an increase in the
by stimulating the |nunber of, or
producti on of devel opnment of,
granul ocytes granul ocytes

Claim2 of the '823 patent is directed to "a nmethod for
provi di ng granul ocytopoietic therapy to a manmal ." Teva proposes
that we construe "granul ocytopoietic therapy" as "treatnment that
causes an increase in the nunber of, or devel opnent of,
granul ocytes.” Teva Br. at 26. Angen proposes that the
limtation nmeans "a nethod for therapeutically treating a namal
by stinmulating the production of granulocytes.”™ Angen Br. at 30.
Teva notes that this | eaves the definition of "therapy"
undefined. Teva Br. at 27.

Teva argues that we should reject Angen’ s proposed
construction because it does not provide a conplete definition of
the limtation. [d. Teva clainms that a person of ordinary skil
in the art would understand that the term “granul ocytopoietic”
refers to the production/proliferation of granulocytes. |1d.
Teva clains that the termtherapy has its plain and ordi nary
meaning, i.e., treatnent. |d. at 28. Thus, Teva argues,

“granul ocyt opoi etic therapy” should be construed as the treatnent
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that causes an increase in the nunber, or devel opnment of,
granul ocytes. 1d. at 29.

Angen agrees that “granul ocytopoietic” neans “the
devel opment of granul ocytes.” Angen Br. at 31. But the parties
differ on the definition of “therapy.” Angen argues that Teva's
proposed construction inproperly equates “therapy” with
“treatnment” and argues that Teva’s construction would expand the
claimscope to cover any increase in the nunber or devel opnent of
granul ocytes, regardl ess of whether the nmethod achi eves a
t herapeutic or renedial benefit to a mammal, as required by the
cl ai m I anguage. Angen Resp. at 23. Angen contends that Teva's
definition could theoretically involve nothing nore than a
nmedi cal | y i nconsequential increase in the nunber of granul ocytes,
or a harnful and detrinental overproduction of granul ocytes,
nei ther of which constitute “therapy” as the clains require. 1d.
Angen argues that “treatnent” does not go far enough. It is
“treatnent” to alleviate or cure a condition. Medical
dictionaries define “therapy” as the “treatnent of disease.” |1d.
Amgen clainms that its construction enbodi es the therapeutic
requi renent of the claimbut Teva's construction does not. |[d.

Amgen al so argues that Teva s construction reads the
term“manmal ” out of the claim changing the nmeaning of the

phrase fromtherapeutically treating a mamual to a definition
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t hat enconpasses treating cells in a petri dish. [d. at 24.
Finally, Angen disputes the relevance of Teva' s contention that
t he specification does not disclose exanples of providing
treatnent to mammal s, thus inplying that the claimcannot be
directed to providing therapy to a mammal. 1d. at 25.

The term “granul ocyt opoi etic therapy” does not appear
in the specification (except in the claimitself). But in fair
summary, the preanble states that the nethod nust provide therapy
to a mammal granul ocytopoietically (i.e., by stimulating the
production of granulocytes). 1In general, a claimpreanble is
limting if it recites essential structure or steps, or if it is
“necessary to give life, neaning, and vitality” to the claim

Intirtool, Ltd. v. Texar Corp., 369 F.3d 1289, 1295 (Fed. GCr

2004). Here, the preanble is “necessary to give |ife, meaning,
and vitality” to the claimand it nust be construed as a claim

limtation. Catalina Marketing Int’l, Inc. v. Cool savi hgs. com

Inc., 289 F.3d 801, 808 (Fed. Gir. 2002). Thus, the word
“manmmal ” cannot be read out of the claim and the term nust
enconpass the limtation of providing therapy to a mamal .

In addition, although the exanples in the specification
do not discl ose exanples of providing therapy to a mammal, a
clainmed invention is not limted to the exanples provided in the

specification, but rather is defined by the words in the cl aimns.
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Specialty Conposites v. Cabot Corp., 845 F.2d 981, 987 (Fed. GCr

1988) (finding that the patent is not restricted to the exanples,

but rather is defined by the words in the clain); Dow Cheni cal

Co. v. United States, 226 F.3d 1334, 1342 (Fed. Cr. 2000)(noting

that, as a general rule, clains of a patent are not limted to
the exanples listed wthin the patent specification).

Amgen does ultinmately define “therapy” in its response
as “a nedical or therapeutic benefit.” Angen Resp. at 23. Angen
stated that the present invention “has been proven to be
clinically effective, and is the first therapeutic product which
can be used to effectively treat the hundreds of thousands of
chenot herapy patients who suffer froma dangerous drop in white
bl ood cell counts, and to treat other disorders involving | ow
white blood cell counts.” Angen’'s Br., Ex. 13 at AMI 00002363
(* 755 Prosecution History, 5/29/90 Anendnent D, Paper No. 9). W
wi || adopt Amgen’s construction because “[t]he construction that
stays true to the claimlanguage and nost naturally aligns with
the patent's description of the invention wll be, in the end,

t he correct construction.” Renishaw PLC v. Marposs Soci eta' per

Azioni, 158 F.3d 1243, 1250 (Fed. G r. 1998). Angen’s product is
meant to treat mammual s therapeutically, and its construction

enconpasses that aim
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E. “Adm ni stering an Effective
Anpbunt of” (Claim?2 of the ‘823 patent)

ClaimTerm Angen’s Construction |Teva s Construction
“adm ni stering an |adm nistering an to give an anount
ef fective anount anount adequate and sufficient to cause a
of ” suitable for desired effect

t herapeutic use

Teva proposes that “adm nistering” be given its plain
and ordinary neaning: “to give.” Teva Br. at 29. Teva argues
that this construction is supported by the intrinsic record of
the specification and the prosecution history because
“adm nistering” is used to describe “giving” hpG CSF to cel
cultures and mammals. 1d. Anmgen responds that this definition
is too broad, that “adm nistering” actually inplies a renedial
use for a mammal and not just “to give,” and that
“adm nistering,” read together with the preanble in the context
of therapeutically treating a mammal, does not sinply nean giving
tocells in a petri dish. Angen Resp. at 26-27. W find that
Angen's construction is correct because “adm nistration,” as used
in the context of providing therapy, requires nore than nerely
“giving” a dose of a substances to a cell culture. Decl. of J.
Wbl fson in Support of Teva's Opening Brief on C aim Construction,
Ex. 23 (Webster’s 1986).

Wth regard to “an effective anount,” Teva argues t hat

“effective” generally neans “capable of bringing about an
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effect.” Teva Br. at 31. Teva argues “effective anount” shoul d
mean an anmount of hpG CSF sufficient to cause a desired effect of
hpG CSF i ncreasi ng the nunber of granulocytes. 1d. Teva
contends that a person of ordinary skill in the art would
understand that an “effective anount” is an amount of hpG CSF
that can elicit the desired effects naned in the specification.
Id. at 31-32.

Angen argues that reading the “effective anount”
[imtation in conjunction with the preanble indicates that the
termrefers to the anount effective to treat a mamal
t herapeutically by stinmulating the production of granul ocytes.
Id. That is, the ‘823 patent claim2 requires that hpG CSF be
present in a quantity and quality sufficient to prevent, cure, or
alleviate life-threatening and debilitating conditions in a
manmmal by stimul ating the production of granulocytes. 1d. Angen
argues that an “effective anmount” is an anount that is both
adequate and suitable for therapeutic use. Angen Br. at 33.
Angen clainms that this construction is supported by the
specification, which states that pharmaceutical conpositions
“useful in hpG CSF therapy” nust conprise “effective anmounts” of
hpG CSF. 1d. at 34; '755 Patent at 4:24-27

Angen contends that Teva's construction should be

rej ected because it does not reference the required therapeutic
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objective and further ignores the full inplication of
“effective,” which requires an hpG CSF product that is both

sui tabl e and adequate for therapeutic use. Angen Resp. at 27.
According to Anrgen, Teva's construction does not use “effective
anount” in terns of an anmount effective for therapy --

adm ni stering a m nuscul e anount to cause inconsequenti al

i ncreases in the nunber of granul ocytes, as well as adm nistering
an overdose of hpG CSF to cause death, would both fall wthin the
scope of the clainms as Teva defines them [|d.

“Effective anount” has a customary usage. Abbott Labs.

v. Baxter Pharm Prods., Inc., 334 F.3d 1274, 1277 (Fed. G

2003). Here, the termwuld nmean the anmount of a hpG CSF
pol ypeptide that will provide "granul ocytopoietic therapy to a
mammal .7 ' 823 Patent, O aim 2.

We nust take the preanmble into account in determning
t he proper construction for the neaning of “an effective anount.”
Again, a claimpreanble is limting if it recites essenti al
structure or steps, or if it is necessary to give life, neaning,
and vitality to the claim Intirtool, 369 F.3d at 1295.° An

“effective anount” should be an effective anount for “providing

°A preanble may al so provi de context for claimconstruction,
particularly where that preanble's statenent of intended use
forms the basis for distinguishing the prior art in the patent's
prosecution history. Metabolite Labs., Inc. v. Lab. Corp. O
Anerica Hol dings, 370 F.3d 1354, 1362 (Fed. G r. 2004).
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granul ocytopoietic therapy to a manmal ,” as the full claim
states. “Effective anmobunt” nust be an anount effective for
t her apy.

Teva cites Angen Inc. v. Hoechst Marion Roussel, Inc.,

457 F. 3d 1293 (Fed. G r. 2006), to support its position that
“effective anount” should nmean “to give an amount sufficient to
cause a desired effect,” claimng that “a desired effect” is an
anpunt that will cause any one or all of the effects listed in

the specification. Teva Br. at 31. But, in Amgen v. Hoechst

Marion Roussel, the claimin question specified only “[a]

pharmaceutical conposition conprising a therapeutically effective
anount of human erythropoietin and a pharmaceutically acceptable
di luent, adjuvant or carrier, wherein said erythropoietinis
purified frommnmmalian cells grown in culture.” 1d. at 1300.

In that case, Angen argued that a “therapeutically effective
amount” neant that there would be an increase in hematocrit as
wel |l as any or all of the biological effects previously
attributed to the natural version of the patented product. I1d.
at 1301. This case is different. Angen argues only that
“effective anount” nust be an anount effective to provide therapy
to a mmual. That |anguage is witten into the claimitself and
must be given effect. W therefore agree with Angen that Teva's

construction nmust be rejected because it does not reference the
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required therapeutic objective. Angen Resp. at 27. W will

adopt Angen’ s construction.

V. Concl usi on

W w il construe the first term “pluripotent,”
according to Teva s proposed construction, but the rest of the
termse we will construe according to Anrgen’s proposed

constructions.

BY THE COURT:

__\s\Stewart Dal zell
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